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Streptococcal 
pyrogenic exotoxin 
B antibodies in 
glomerulonephritis
Group A streptococcus can cause a 
wide spectrum of acute diseases, such 
as pharyngitis, necrotizing fasciitis, 
and streptococcal toxic shock, in addi-
tional to nonsuppurative sequelae such 
as rheumatic heart disease and acute 
post-streptococcal glomerulonephritis. 
The pathogenesis of post-streptococcal 
glomerulonephritis has been attributed 
to an immune-complex disease. Pre-
sumably, bacterial antigens deposit in 
glomeruli and recruit antibodies and 
complements following group A strep-
tococcus infections. In recent years, 
a variety of bacterial antigens have 
been studied, including streptococ-
cal pyrogenic exotoxin B, an extracel-
lular cysteine protease. Because only 
nephritis-associated strains of group 
A streptococci secrete this protease, it 
may be involved in the pathogenesis of 
post-streptococcal glomerulonephritis. 
Luo et al. actively immunized mice with 
a recombinant protease inactive exo-
toxin B mutant or passively immunized 
them with exotoxin B antibody. None 
of the control mice given bovine serum 
albumin or exotoxin A showed any 
significant renal changes. However, 
glomeruli of exotoxin B-hyperimmu-
nized mice had immunoglobulin dep-
osition, complement activation, and 
leukocyte inﬁltration. Interestingly, an 
anti-exotoxin B monoclonal antibody 
crossreacted with kidney endothelial 
cells and caused kidney injury and pro-
teinuria when infused into mice. Thus, 
antibodies to streptococcal pyrogenic 
exotoxin B may be involved in the 
pathogenesis of acute post-streptococ-
cal glomerulonephritis. See page 716.
Idiopathic 
retroperitoneal fibrosis
Idiopathic retroperitoneal fibrosis is a 
very rare condition in which overpro-
duction of fibro-inflammatory tissue 
in the retroperitoneum occurs. When 
advanced, it can involve abdominal 
organs such as the ureters, causing 
obstructive nephropathy and renal 
failure. Because it is rare, much about 
it remains obscure. In this issue, Cor-
radi et al. present a histopathological, 
immunohistochemical, and ultrastruc-
tural analysis of the disease in a large 
group of patients. Among many find-
ings, the fibro-inflammatory pro-
liferation infiltrates showed both 
perivascular and diffuse patterns and 
contained lymphocytes, macrophages, 
plasma cells, and eosinophils. The ubiq-
uitous spindle-shaped cells were posi-
tive for vimentin and, in some places, 
for smooth muscle actin but were 
negative for many markers, including 
caldesmon, CD34, CD117, β-catenin, 
desmin, myogenin, and myoglobin. 
Interestingly, positivity for Ki67 (a 
marker of proliferation) was negligi-
ble. Future studies will benefit from this 
detailed analysis of the characteristics 
of idiopathic retroperitoneal fibrosis. 
See page 742.
The role of renin 
and (pro)renin 
receptor expression 
in Goldblatt 
hypertension
A recently identified renin receptor 
that binds both prorenin and renin was 
named the (pro)renin receptor. Recep-
tor binding increases the enzymatic 
activity of renin, non-proteolytically 
activating prorenin and thereby making 
it capable of generating angiotensin. In 
addition, the receptor is capable of initi-
ating signaling independently of renin’s 
enzymatic action. Krebs et al. examined 
renin and (pro)renin receptor expres-
sion in the ischemic kidney of rats with 
Goldblatt hypertension. They found that 
the (pro)renin receptor was upregulated 
in the ischemic kidney, indicating a par-
allel upregulation of renin and its recep-
tor in vivo. In addition, they lowered the 
blood pressure of the animals with a 
vasopeptidase inhibitor and found that 
plasma renin (pro)renin, renal renin, 
and (pro)renin receptor expression 
increased in blood vessels and tubules. 
The role of the (pro)renin receptor in 
health and disease is still very poorly 
understood. The in vivo observations 
in this paper are a welcome addition to 
the literature, even if the exact signiﬁ-
cance of their results is not fully clear. 
See page 725.
